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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH{S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication, 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 26 September 2003 . 
2a)M This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim (s) 9.12-15 and 17-20 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) Q Claim{s) is/are allowed. 

6) [>3 Claimfs) 9,12-15 and 17-20 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) Q The drawing(s) filed on is/are: a)D accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
Priority under 35 U.S.C. §§ 1 1 9 and 1 20 

12) Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)DAII b)D Some*c)D None of: 

1 Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

13) ISI Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application) 

since a specific reference was included in the first sentence of the specification or in an Application Data Sheet. 
37 CFR 1.78. 

a) □ The translation of the foreign language provisional application has been received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 since a specific 

reference was included in the first sentence of the specification or in an Application Data Sheet. 37 CFR 1 .78. 



Attachment(s) 

1) M Notice of References Cited (PTO-892) 

2) Q Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) O Information Disclosure Statement(s) (PTO-1449) Paper No(s) 



4) [Zl Interview Summary (PTO-413) Paper No(s). . 

5) □ Notice of Informal Patent Application (PTO-152) 

6) □ Other: 
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DETAILED ACTION 

1 . The amendment filed 9/26/2003 is acknowledged and entered into the record. 
Accordingly, claims 1-8, 10-11, and 16 are cancelled without prejudice or disclaimer. 

2. Claims 9,12-15, and 17-20 are pending and examined on the merits. 

Claim Rejections Maintained - 35 USC § 103 

The rejection of claims 9, 12-15, and 17-20 under 35 USC 103(a) as being obvious over 
Joshi et al in view of Oleary, Sheibani and Streit is maintained for the reasons of 
record. Applicant argues that the amendments to the claims to reflect a TSP 
polypeptide renders the claim free of the prior art, and that Joshi et al does not 
specifically teach the administration of a polypeptide, but instead discloses the 
administration of a nucleic acid molecule. Applicant's arguments have been carefully 
considered but are not found persuasive. Joshi et al teaches the combination of using 
TSP and DNA topoisomerase inhibitors in the treatment of cancer (see for example 
page 15). Although Joshi et al teaches the combination of using genes and DNA 
topoisomerase inhibitors, one of ordinary skill in the art would have found it obvious to 
use polypeptides in place of the nucleic acid molecules both Sheibani et aland Streit et 
al taught that the protein form of TSP was effective in treating angiogeneic conditions in 
vivo. Furthermore, O'Leary et al taught that the combination of an angiogeneic inhibitor 
in combination with camptothecin, a DNA topoisomerase inhibitor, was effective in 
initiating an anti-tumor response. Therefore, one of ordinary skill in the art would have 
found it obvious to use a peptide or polypeptide in place of nucleic acids to initiate an 
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anti-tumor response because Joshi et a! taught the initial combination of products (i.e 
TSP and DNA topoisomerase inhibitors), that Sheibani et al and Streit et al taught that 
TSP polypeptides are effective in treating angiogenesis in an in vivo model, and that the 
combination of anti-angiogenic compounds and camptothecin are effective in initiating 
an anti-tumor response. One of skill would have expected a reasonable amount of 
success in doing so because it was already well established that TSP was an effective 
endogenous anti-angiogeneic compound and that topoisomerase inhibitory compounds 
such as camptothecin were effective as anti-cancer agents via mechanisms of inhibiting 
angiogenesis, as evidenced by O'Leary et al. Therefore, because both TSP and DNA 
topoisomerase inhibitors such as camptothecin, are effective on their own in inhibiting 
tumor cell growth, as set forth in in re Kerkoven, 205 USPQ 1069 (CCPA 1980), "It is 
prima facie obvious to combine two compositions each of which is taught by the prior art 
to be useful for the same purpose, in order to form a third composition which is to be 
used for the very same purpose... the idea of combining them flows logically from their 
having been individually taught in prior art". 

New Arguments 
Claim Rejections - 35 USC §102 

3. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 



Application/Control Number: 09/802,094 Page 4 

Art Unit: 1642 

applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21 (2) 
of such treaty in the English language. 

4. Claims 9,12,17-20 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Thorpe et al (US Patent 6,406,693). Claims are drawn to a method of inhibiting tumor 
cell growth in a mammal, comprising administering to said mammal a composition 
comprising a TSP polypeptide and an inhibitor of DNA topoisomerase I enzyme activity, 
wherein said tumor cell is a colon tumor cell, wherein said TSP polypeptide is TSP-I or 
TSP-2 and said inhibitor of DNA topoisomerase I enzyme activity is a water soluble 
camptothecin compound, and wherein tumor growth is inhibited in the presence of said 
TSP polypeptide and said water soluble camptothecin compound compared to in the 
absence of said TSP polypeptide and said water soluble camptothecin compound (claim 
9). The claims are further limited to the TSP being TSP-1 (claim 12), the mammal being 
human (claim 17), the administration of the TSP polypeptide prior to (claim 18), after 
(claim 19), or simultaneously (claim 20) with DNA topoisomerase inhibitor. 

Thorpe et al disclose a method of treating colon cancer in a human with a 
composition which comprises camptothecin (see column 72) and a TSP, specifically 
TSP-1 (column 79). Thorpe et al also disclose that the administration of the compounds 
can be done so according to the claimed regimen of claims 18-20, wherein there are 
compounds administered prior to, after or simultaneously (column 19). 

Conclusion 

5. No claim is allowed. 
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Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christopher H Yaen whose telephone number is 703- 
305-3586. The examiner can normally be reached on Monday-Friday 9-5. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anthony Caputa can be reached on 703-308-3995. The fax phone number 
for the organization where this application or proceeding is assigned is 703-308-4242. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
0196. 



Christopher Yaen 
Art Unit 1642 
December 24, 2003 




